Background: Most people with dementia live in low-and middle-income countries and little is known about the potential for reducing these numbers by reducing key risk factors. Objective: To investigate the potential for dementia incidence reduction in Brazil, Mozambique, and Portugal (a culturally related, high-income country). Methods: We replicated previously published methods and based on the relative risks from previous studies, we estimated the population-attributable risk (PAR) of dementia in Mozambique, Brazil, and Portugal for seven modifiable risk factors associated with dementia (low educational attainment, physical inactivity, midlife hypertension, midlife obesity, depression, smoking, and diabetes mellitus). The combined PAR was calculated and adjusted for associations between risk factors. The potential for risk factor reduction was assessed by examining the effect of relative reductions of 10% and 20% per decade for each of the risk factors on projections for dementia cases for each decade until 2050. Results: After adjusting for non-independence of risk factors, 24.4%, 32.3%, and 40.1% of dementia cases could be related to seven potentially modifiable risk factors in Mozambique, Brazil, and Portugal, respectively. Reducing the prevalence of each risk factor by 20% per decade could, by 2050, potentially reduce the prevalence of dementia in Mozambique, Brazil, and Portugal by 12.9%, 16.2%, and 19.5%, respectively. * Correspondence to: Cleusa P. Ferri, Rua Napoleão de Barros, D. Oliveira et al. / Dementia Prevalence Reduction in Mozambique, Brazil, and Portugal Conclusion: There is a substantial difference between the countries in the percentage of dementia cases that could be attributable to the seven potentially modifiable risk factors. The proportion of cases that could be prevented by 2050 if measures were taken to address these main risk factors was higher in Portugal than in Brazil and Mozambique. Each country or region should consider their unique risk factor profile when developing dementia risk reduction programs.
INTRODUCTION
The number of people living with dementia is increasing rapidly worldwide. It has been estimated that around 50 million people had dementia in 2017, and this number is expected to reach 131.5 million in 2050 [1] . About 58% of these individuals are living in low-and middle-income countries (LMICs) and this is expected to rise to 68% by 2050. Attempts to stop its progression or cure dementia have so far failed, meaning that delaying the disease onset is currently the only way to reduce the number of people affected by this set of conditions in the near future [2] .
Around a third of dementia cases may be attributable to potentially modifiable risk factors and the incidence of the disease might be reduced by targeting these. The most important are cardiovascular related risk factors (e.g., physical inactivity, smoking, midlife hypertension, midlife obesity, and diabetes), education level, and depression [2, 3] . Delaying the onset of dementia by one year is likely to reduce the prevalence of dementia by 11% by 2050. If the incidence could be delayed by five years, the total number of people living with dementia could be halved by 2050 [4] . However, the common risk factors for dementia have been established based on data from high-income countries [2] , and it is unclear which factors will have an effect on dementia prevalence in LMICs. These countries have different demographic and epidemiological profiles, which might have important implications for the effectiveness of preventive actions.
Brazil, Mozambique, and Portugal are three Lusophone countries that have markedly different demographic, epidemiological, and economic conditions. Brazil is a middle-income country with a life expectancy of almost 75 years of age and with an older population (over 65) of around 12% [5] . Life expectancy in Brazil will reach 82 years of age by 2050, when 29% of the population will be aged over 65. Mozambique, on the other hand, is a low-income country with a life expectancy of 56 years of age and an older population (over 65) of around 5% [6] . Their life expectancy is expected to increase to 69 by 2050, when the proportion of older people will reach 6%. Portugal is a high-income country that has a life expectancy of 82 years of age and 27% are aged over 65. By 2050, these figures are expected to increase to 87 and 41%, respectively [7] .
Understanding the relationship between the prevalence of risk factors and dementia prevalence in LMICs countries is important to inform public policy and take cost-effective steps to help reduce the high prevalence of this condition in the future and the consequent financial burden imposed on such countries. The prevalence of several communicable diseases, such as malaria and HIV, is still high in many LMICs and so their public health priorities may be quite different to those of the high-income countries. It is important to know the probable impact of measures to address dementia risk factors in order to develop the most effective policies and strategies for each context. This study therefore aimed to investigate the potential for dementia incidence reduction in Brazil, Mozambique, and Portugal by using existing data to estimate the population-attributable risk (PAR) of dementia for seven potentially modifiable risk factors in each of these countries.
METHODS
We replicated the methodology of Barnes and Yaffe [8] and Norton et al. [2] for our estimates and the same seven main risk factors, which were based on a systematic review and meta-analyses of the most prevalent modifiable risk factors for Alzheimer's disease. Although the study considered only the modifiable risk factors for Alzheimer's disease while we in our study consider the prevalence of dementia in general, it is generally accepted that the seven risk factors can be applied to the most common forms of dementia in the older populations as they are mixed in nature [3] . We selected Mozambique, Brazil, and Portugal for our estimates, to reflect low, middle, and high-income countries that are culturally related. The prevalence of each of the seven risk factors in Brazil, Mozambique, and Portugal were taken from various population-derived sources, including the National Sample Household Survey (PNAD) and the National Health Survey (PNAS) in Brazil [5] , as well as published epidemiological studies from Mozambique [9] [10] [11] [12] [13] [14] and Portugal [7, [15] [16] [17] [18] [19] . Table 1 lists the investigated risk factors, their relative risks and shared variance.
Statistical analysis
To estimate the proportion of cases of dementia that can be attributable to each risk factor, we calculated the PAR based on previous publications [8, 19] . Using the same methods as Barnes and Yaffe [8] and Norton et al. [2] , the PAR for each of the risk factors was calculated using the formula presented in (a), and then combined to obtain the PAR combined , using the formula in (b), which shows the proportion of cases of dementia attributable to the seven risk factors. However, the PAR combined formula assumes the independence of each risk factor. This is not representative for people with dementia, since one individual may present with more than one risk factor at the same time (e.g., hypertension and diabetes mellitus). To account for the non-independence of the risk factors, the PAR AdjustedCombined formula (c) weights the PAR for each risk factor by using communality [2] .
(a) PAR = (prevalence of risk factor × (RR -1)) / (1 + prevalence of risk factor × (RR -1)) (b) PAR combined = 1 -1 -PAR, where implies subtraction of one minus the risk factor, and then multiply each of the results (c) PAR AdjustedCombined = 1 -1 -(w × PAR), where the weight (w) was computed using the estimate of 1 minus the proportion of the variance shared with the other risk factors, which is the communality.
The communalities were obtained via principal components analysis of the inter-risk-factor tetrachoric correlation matrix of data derived from data of surveys containing measurements for each risk factor. In our analysis, we used the same communality scores from Norton et al. [2] . The total number of dementia cases was obtained through multiplying the total number of persons aged 65 years old or above (numbers available in http://www.worldometers.info) by the prevalence of dementia in each country: 3.5% in Mozambique, 7.0% in Brazil, and 9.2% in Portugal [1, 20, 21] . The number of dementia cases attributable to each risk factor was then estimated by multiplying the PAR estimates by the present number of dementia cases in each country. To estimate the potential reduction of dementia cases in the future by reducing the prevalence of risk factors, we calculated a 10% or 20% reduction of the relative prevalence of each risk S286 factor per decade and multiplied this by the number of dementia cases for that year. We used the same proportion of risk factor reduction and same timeline for projections as Norton et al., 2014 [2] to allow comparisons. Figure 1 shows the prevalence of risk factors for dementia in each country and Table 2 the estimates of the PAR for dementia for each risk factor and the proportion of attributable cases in Portugal, Brazil, and Mozambique in 2010. As low educational attainment was similarly highly prevalent in the three countries, it was estimated that 2 in 10 cases of dementia were attributable to this risk factor. While physical inactivity was responsible for almost 3 in 10 cases of dementia in Portugal and Brazil, this was attributable to less than 1 in 10 cases in Mozambique. Midlife hypertension was more prevalent in Portugal (19.8%) than in Brazil (7.4%) and Mozambique (10.6%), contributing to about 1 in 10 cases of dementia in Portugal, but less than 1 in 10 in Brazil and Portugal.
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RESULTS
Midlife obesity accounted for 8.6% and 4.3% of cases of dementia in Portugal and Brazil, respectively, while this estimate was as low as 0.9% in Mozambique due to a much lower prevalence of this risk factor in that country. Smoking accounted for around 10% of the cases of dementia in the three countries, while depression accounted for almost 10% of cases in Portugal, but for only 4.7% of cases in Brazil and 6.5% in Mozambique. Diabetes was among the least prevalent risk factor in all three countries, contributing to 1.3%, 2.8%, and 4.3% of cases of dementia in Mozambique, Brazil, and Portugal, respectively. If we consider that each risk factor contributes to dementia prevalence independently, the seven risk factors accounted for 44.0% of dementia cases in Mozambique, 55.3% in Brazil, and 65.8% in Portugal. The communality scores for risk factor attribution in the three countries were high (from 37.4% to 65.0%, Table 1 ) and so the non-independent attributable number of cases was much lower in all the three countries (24.4% in Mozambique, 32.3% in Brazil, and 40.1% in Portugal).
Considering a reduction of 10% in the prevalence of these seven risk factors by 2020, combined with the projections of population ageing in each country, there could be a reduction in the number of cases of dementia in Mozambique, Brazil, and Portugal of 1.9%, 2.3%, and 2.7%, respectively ( Fig. 2 and Supplementary Table 1) . By 2050, the prevalence of dementia could be reduced by 7.0%, 8.7%, and 10.2% in the three countries. If the reduction in the prevalence of these risk factors was as high as 20%, there would be a reduction of 12.9% of dementia in Mozambique, 18.1% in Brazil, and 20.9% in Portugal. Considering that the number of people with dementia is estimated to increase from 1.14 to 4.13 million by 2050 in these three countries combined, around 676 thousand cases could be prevented with a 20% reduction in the prevalence of these risk factors by 2050.
DISCUSSION
This is the first study to investigate the potential for dementia incidence reduction in Mozambique, Brazil, and Portugal by estimating the populationattributable risk for seven potentially modifiable risk factors (low educational attainment, physical inactivity, midlife hypertension, midlife obesity, depression, smoking, and diabetes mellitus). After adjusting for the non-independence of risk factors, the findings suggest that 24.4%, 32.3%, and 40.1% of dementia cases can be explained by seven potentially modifiable risk factors in Mozambique, Brazil, and Portugal, respectively. Reducing the prevalence of each risk factor by 10% or 20% per decade could potentially reduce the prevalence of dementia in 2050 by 7.0 or 12.9% in Portugal, 8.7 or 16.2% in Brazil, and 10.2 or 19.5% in Portugal. This has important implications for public health preventive actions, which could use this information to focus resources on the clinical and life style risk factors most responsible for potential increased numbers of people with dementia locally.
Given the equally high prevalence of low education attainment in Mozambique, Brazil, and Portugal (about 45%), this risk factor accounted similarly for a large proportion of cases of dementia in all three countries (about 20%). There was, however, a clear difference between them regarding the other risk factors and after adjusting for non-independence of risk factors 24.4%, 32.3%, and 40.1% of dementia cases could be explained by seven potentially modifiable risk factors in Mozambique, Brazil, and Portugal respectively. The adjusted PAR we found for Portugal (40.1%) appears to be overall higher when compared to two other high-income countries, using similar risk factors (UK: 30% and USA: 30.6%) [2] , but closer to what was found for Australia (48.4%) [22] with a similar profile of risk factors contributing the most to current cases (physical inactivity and midlife hypertension). Low educational attainment was the only risk factor with similar prevalence and dementia population-attributable risk in the three countries, and it is a social determinant of many health-related behaviors and outcomes, including physical inactivity. Comparing previous studies using a similar methodology [2, 22] , with the same seven risk factors considered, physical inactivity had the highest PAR in the USA (21%), followed by the UK (20%), and Australia (17.9%). This was also the case in this study for Portugal (PAR = 30.7%) and Brazil (PAR = 27.4%) but not for Mozambique (PAR = 7.1). Considering the gradual increases in income levels in Mozambique (low-income), Brazil (middle-income), and Portugal (high-income), it is interesting to note a parallel shift in the respective epidemiological profiles towards an increase in the prevalence of chronic conditions and physical inactivity. Overall, countries with lower incomes have less access to transport and technological resources, as well as industrialized food; these countries' populations may also have more agricultural activities or other jobs relying on physical effort; which might explain their lower prevalences of chronic diseases and higher levels of physical activity. On the other hand, such countries also have lower life expectancy and so we do not know for certain whether individuals would develop or would be exposed to some of the risk factors considered in this study and whether these would lead to dementia were their populations to live longer. Nonetheless, there is a 'window of opportunity' for lower-income countries to plan and implement actions that might interrupt this pattern by preventing people becoming less physically active, more obese, and of having hypertension and diabetes in the future. Increasing physical inactivity is likely to reduce obesity, hypertension, depression, and diabetes [23] , contributing to large scale dementia risk reduction.
The strengths and limitations of the methods used to estimate the number of cases of dementia attributable to potentially modifiable risk factors in this study have been pointed out previously [2] . For example, the relative risk estimates are based on secondary data and the causes for several of the risk factors analyzed are unclear. There is also the fact that the prevalence of many of the dementia risk factors results from life-long experiences and the exact impact of improving each of these risk factors in different age groups is unclear. A longitudinal approach to these estimates accounting for several other interacting variables is needed. The prevalence estimates of the seven risk factors was taken from published studies, which have some limitations, including country representativeness. Dementia in LMICs is still under researched and underdiagnosed [24] so the prevalences used in the calculations might not represent the true number of people living with the condition in these areas, which might have affected the estimates provided. Although the adjusted combined estimates are robust, further research is needed to confirm these findings and the low-, middle-, and high -income countries comparisons could be expanded by gathering data from more countries. This study used the number of people living with all types of dementia in Portugal, Brazil, and Mozambique, so conclusions cannot be drawn about the impact of the seven investigated risk factors on each cause of dementia (e.g., vascular versus Alzheimer's disease). However, it has been argued that such risk factors are likely to contribute to more than one type of dementia and previous studies have shown that multi-domain approaches to dementia prevention are more likely to reduce the prevalence of the condition [25] . Such interventions may benefit cognition regardless of individual sociodemographic characteristics and vascular risk and can be implemented in large populations. This suggests that estimating the impact of risk factors on the prevalence of all types of dementia together might provide valuable predictions to inform public health actions aimed at reducing the number of people living with any type of dementia. This study did not consider other potential modifiable risk factors which may also contribute to dementia risk, such as diet, social isolation, sensory loss, air pollution, and sleep quality.
Our findings highlight the need for policy makers and public health services to understand and consider windows of opportunity to reduce different risk factors throughout lifespan globally and within diverse cultural and economic contexts. Most of the modifiable risk factors contributing to the highest rates of dementia in low-, middle-, and high-income countries are partly dependent on behavior change and policies are needed to strengthen public health actions. Global actions are needed to tackle the increasing prevalence of dementia worldwide and there is currently little research on the potentially modifiable risk factors for dementia in low-middle-income countries, where the number of people living with dementia are the highest.
The biological, environmental, social, and psychological interplay between the numerous risk factors and dementia onset is complex. The socioeconomic situation of many LMICs can be a limiting factor for dementia prevention as education and lifestyle are ultimately linked. Working towards dementia risk reduction is likely to help prevent several other chronic diseases and so there is a large potential for collaboration across and within health and social sectors which may optimize resources and effectiveness. Future research should focus on exploring the effects of such risk factors on dementia across lifespan and on the relationships among these different factors in respect of dementia onset in LMICs. Economic evaluations of dementia risk reduction in such countries are also likely to contribute to the development of affordable preventive practices for dementia [26] .
Conclusions
The proportion of cases potentially preventable by acting upon the seven risk factors studied was greater in Portugal than in Brazil, and in Brazil was greater than in Mozambique. This finding might have been a reflection of the gradient found in the proportion of current cases attributable to the seven risk factors studied and of the substantial differences found in the prevalence of each risk factor in each country. Our findings partially reflect the demographic and epidemiological transition stage of the countries studied, with a gradual parallel increase in the prevalence of the chronic conditions and unhealthy behaviors associated with dementia. All three countries need to improve the education levels of their populations, and higher-income countries need an urgent approach to improving physical activity. Different countries and regions may need to pursue different strategies for dementia risk reduction based on their unique demographic and risk factor profiles.
Future research should focus on exploring the effects and impact of such risk factors on dementia across lifespan and on the relationships among these several factors in respect of dementia onset in LMICs. Also, larger study of groups from low-, middle-, and high-income countries, using good quality data from local well conducted studies on the national preva- 
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